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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
eamed patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 22 September 2006 . 
2a )□ This action is FINAL. 2b)|3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Clalm(s) 1-14 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) \Z\ Claim(s) is/are allowed. 

6) KI Claim(s) 1-14 is/are rejected. 
/)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held In abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 !)□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 
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2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Claims 1-14 are pending in this application. 



Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 13-14 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for treating rheumatoid arthritis, does not reasonably provide enablement 
for a method of treating or preventing of a p38 kinase-mediated condition generally. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to use the invention commensurate in scope with these claims. 

In evaluating the enablement question, several factors are to be considered. Note In re 
Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors include: 1) The 
nature of the invention, 2) the state of the prior art, 3) the predictability or lack thereof in the 
art, 4) the amount of direction or guidance present, 5) the presence or absence of working 
examples, 6) the breadth of the claims, and 7) the quantity of experimentation needed. 

The scope of the claims is not adequately enabled solely based on the activity related to 
p38 kinase related activity provided in the specification. First, the instant claims cover 'diseases' 
that are known to exist and those that may be discovered in the ftiture, for which there is no 
enablement provided. The use disclosed in the specification is as pharmaceutical therapeutic 
agents for p38 kinase-mediated conditions which include a laundry Ust of diseases (listed in 
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pages 4-7). The specification does not provide any test procedures or assays and there is nothing 
in the disclosure regarding how one of ordinary skill in the art determines the pharmaceutical 
properties and the use of the compounds in the treatment and prevention of the diverse disorders 
embraced the instant claims. The disorders encompassed by the instant claims include 
neurodegenerative diseases, tumor growth and metastasis, angiogenic disease, etc., some of 
which have been proven to be extremely difficult to treat. There is no reasonable basis for 
assuming that the myriad of compounds embraced by the claims will all share the same 
physiological properties since they are so structurally dissimilar as to be chemically non- 
equivalent and there is no basis in the prior art for assuming the same. Note In re Surrey, 151 
USPQ 724 regarding sufficiency of disclosure for a Markush group. 

Further, 'neurodegenerative diseases' cover diverse disorders such as Alzheimer's 
disease, dementia, hereditary cerebellar ataxias, paraplegias, syringomyelia, phakomatoses, and 
much more. In fact, Layzer, Cecil Textbook of Medicine (article enclosed), states that "some 
degenerative diseases are difficult to classify because they involve multiple anatomic locations" 
(see page 2050). For example, Alzheimer's disease has traditionally been very difficult or 
impossible to prevent or even to treat effectively with chemotherapeutic agents. See e.g., the 
Cecil Textbook of Medicine , 20th edition (1996), Vol. 2, wherein it is stated that "[tjhere is no 
cure for Alzheimer's disease, and no drug tried so far can alter the progress of the disease." (pg. 
1994). 

The claims recite the use of the instantly claimed compounds in treating angiogenic 
disease. Angiogenesis is the process of vascularization of a tissue involving the development of 
new capillary blood vessels and therefore, is not seen as being a disease or disorder, but as an 
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absolutely essential body process. Thus, there is no enablement for treating something which is 
not itself a problem and is indeed essential for life. 

(Only a few of the claimed diseases are discussed here to make the point of an 
insufficient disclosure, it does not definitely mean that the other diseases meet the enablement 
requirements). 

The instant claims recites 'a method of treating or preventing', and therefore, the instant 
claim language embraces disorders not only for the treatment, but for "prevention" which is not 
remotely enabled. The instant compounds are disclosed to be useful not only in the treatment but 
also in the "prevention" (or prophylaxis) of a large list of diseases, for which applicants provide 
no competent evidence. "To prevent" actually means to anticipate or counter in advance, to 
keep from happening etc. (as per Websters II Dictionary) and therefore it is not understood how 
one skilled in the art can reasonably establish the basis and the type of subject to which the 
instant compounds can be administered in order to have the 'prophylactic or preventive' effect. 
It is inconceivable from the in vitro data of a small number of representative compounds can be 
correlated to the 'treatment and prophylaxis' of the various claimed disorders, such that the 
claimed compounds can not only treat but also "prevent" a myriad of diseases associated with 
the stated activity. Further, there is no evidence on record which demonstrates that the in-vitro 
screening test relied upon is recognized in the art as being reasonably predictive of success in 
any of the contemplated areas of 'prophylaxis'. Such a reasonable correlation is necessary to 
demonstrate such utilities. See Ex parte Stevens, 16 USPQ 2d 1379 (BPAI 1990); Ex parte 
Busse et al, 1 USPQ 2d 1908 (BPAI 1986) (the evidence must be accepted as "showing" such 
utility, and not "warranting fiirther study"). 
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Thus, factors such as "sufficient working examples", "the level of skill in the art" and 
"predictability", etc. have been demonstrated to be sufficiently lacking in the use of the 
invention. In view of the breadth of the claim, the chemical nature of the invention, the 
unpredictability of ligand-receptor interactions in general, and the lack of working examples 
regarding the activity of the claimed compounds, one having ordinary skill in the art would have 
to undergo an undue amount of experimentation to use the invention commensurate in scope 
with the claims. 



Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be enlillcd to a patent unless 

(a) the invention was known or used by others in this eountiy, or patented or described in a printed ptiblication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international appUcation filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 1-14 are rejected under 35 U.S.C. 102(a) or (e) as anticipated by or, in the 
alternative, under 35 U.S.C. 103(a) as obvious over Benson et al., WO 03/104223 (published 
December 18, 2003; effective filing date: June 5, 2002). 

The instant claims read on reference disclosed compound, see the product of Example 27 
(page 177) which is recovered as an off-white solid. The reference inherently teaches the 
crystalline form of the compound of claim 1 . 
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Claims 2-14 recite specific crystal form(s) and/or the corresponding X-ray diffraction 
data or melting point for the crystalline form. The reference discloses the instantly claimed 
compound of claim 1, see Example 27 of the reference, wherein the product was obtained as a 
solid. It is correct that the reference is silent about crystalline form. However, if mere silence 
were enough, then every anticipation could be overcome by simply putting in some limitation 
that the reference happened to be silent about, even if the material were exactly the same as the 
prior art. One could add limitations of physicochemical characteristics such as density, color, 
melting point, solubility in any solvent, etc. and then simply point to the silence of the reference. 

It would have been obvious to one having ordinary skill in the art at the time of the 
invention to select any of the species of the genus taught by the reference, including those 
instantly claimed, because the skilled chemist would have the reasonable expectation that any of 
the species of the genus would have similar properties and, thus, the same use as taught for the 
genus as a whole i.e., as therapeutic agents. One of ordinary skill in the art would have been 
motivated to select the claimed compounds from the genus in the reference since such 
compounds would have been suggested by the reference as a whole. It has been held that a prior 
art disclosed genus of useful compounds is sufficient to render prima facie obvious a species 
falling within a genus. 

Receipt is acknowledged of the Information Disclosure Statement filed on August 24, 
2006 and a copy is enclosed herewith. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deepak Rao whose telephone number is (571) 272-0672. The 
examiner can normally be reached on Monday-Friday from 8:00am to 5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James O. Wilson, can be reached at (571) 272-0661. The fax phone number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (571) 272-1 600. 

Information regarding the status of an apphcation may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



July 13, 2009 



/Deepak Rao/ 
Primary Examiner 
Art Unit 1624 



